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PATENT COOPERATION TREWY RECEIVED 
p^,rp JUN 2 0 2002 

INTERNATIONAL PRELIMINARY EXAMINATION REP<f£fiH CENTER 1600/2900 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
00-042-PCT 


SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Forrn PCT/IPEA/416) 


International application No. 


International filing date {day/month/year) 


Priority date {day/montli/year) 


PCT/JPOO/05489 


17 August 2000(17.08.00) 


20 August 1999 (20.08.99) 


International Patent Classification (IPC) or national classification and IPC 




A61K 31/737, 35/80, 35/56, A61P 37/02, 43/00, 37/08 // C08B 37/00 




Applicant 


TArCARA SHUZO CO., LTD. 





1 . This international preliminary examination report has been prepared by this International Preliminary' Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



8 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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VII 
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VIII 


□ 



Date of submission of the demand 

13 February 2001 (13.02.01) 


Date of completion of this report 

06 November 2001 (06.11.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 
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ffernational application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 1 PCT/JP00/05489 



I. Basis of the report 



1. With regard to the elements of the international application:* 
|~| the international application as originally filed 

the description: 

pages Ld2 ? as ori e ina,l >' f,Ied 

pages . filed with the demand 
pages < filed vv » l h tne letter of 



^ the claims: 

pages 1_-2J , as originally filed 

pages , as amended (together with any statement under Article 19 

pages 22-27 , filed with the demand 

pages , filed with the letter of 

^ the drawings: 

pages 



1-13 , as originally filed 



p a g es , filed with the demand 
pages , filed with the letter of 



| | the sequence listing part of the description: 

pages • as originally filed 

pages ^ . , filed with the demand 

pages , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I | the language of publication of the international application (under Rule 48.3(b)). 

| 1 the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55,3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

1 1 contained in the international application in written form. 

| 1 filed together with the international application in computer readable form. 

1 1 furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

| | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
1 | The statement that the information recorded in computer readable form is identical to the written sequence listing has 

been furnished. 

4. 1 1 The amendments have resulted in the cancellation of: 

I I the description, pages 

I | the claims, Nos. 



1 1 the drawings, sheets/fig 

I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
X ' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



lemational application No. 

PCT/JP00/05489 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

| | the entire international application. 

claims Nos. 14.16.20.21 



because: 



the said international application, or the said claims Nos. . . 14.16.20.21 



relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet for continuation of Box III. 1. 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. . 
are so unclear that no meaningful opinion could be formed (specify): 



, — , the claims, or said claims Nos. - are so inadequately supported 

| J by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 14,16.20-27 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

[ [ the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



lational application No. 
PCT/JP 00/05489 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: III 



Claims 14, 16, 20 and 21 pertain to methods for 
treatment of the human body by therapy, and thus relate 
to subject matter which does not require international 
preliminary examination by this International Preliminary 
Examining Authority, under the provisions of PCT Article 
34 (4) (a) (i) and PCT Rule 67 . 1 (iv) . 
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THIS 



Ternational application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT jj PCT/JP00/05489 



IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 
1 | restricted the claims. 
| | paid additional fees. 
| ] paid additional fees under protest. 
I 1 neither restricted nor paid additional fees. 

This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1, 
not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
1 1 complied with. 

not complied with for the following reasons: 

See supplemental sheet for continuation of Box IV. 3. 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

I 1 all parts. 

the parts relating to claims Nos. 1-13.15.17-19 
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l^Mational application No. 

PCT/JP 00/05489 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of: IV. 3. 



Claims 1 and 2 set out three inventions - 
therapeutic or prophylactic agents for conditions 
requiring regulation of cytokine production; therapeutic 
or prophylactic agents for conditions requiring 
production of nitrogen monoxide; and therapeutic or 
prophylactic agents for allergies - and although the 
active ingredients thereof are the same, the three 
therapeutic applications constituting the technical 
features thereof are not the same and do not correspond 
to one another. They do not, therefore, constitute a 
group of inventions so linked as to form a single genera 
inventive concept . 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



lational application No. 
PCT/JP 00/05489 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. 


Statement 










Novelty (N) 


Claims 


—J *J f \J J — > f J- ~y 


YES 






Claims 


1, 2, 6, 7, 15, 17, 18 


NO 




Inventive step (IS) 


Claims 




YES 






Claims 


1-13, 15, 17-19 


NO 




Industrial applicability (IA) 


Claims 


1-13, 15, 17-19 


YES 






Claims 




NO 


2. 


Citations and explanations 










Document 1: Chem. 


Abstr . , 


Vol. 124, 1996 (Columbus, 


OH, 



Document 2 



Document 3: 



Document 4 



USA), abstract 332302, Juyun Shun et al., "An 
experimental study on the immunoregulatory 
effect of fucoidan", 1995, 14 (3), pp. 990-13 
( Chinese ) 

JP, 9-255577, A (Dainippon Ink & Chemical 
Co., Ltd.), 30 September 1997 (30.09.97) 
(Family: none) 

JP, 10-72362, A (Kyodo Nyugyo KK) , 17 March 
1998 (17.03.98) (Family: none) 
Carl Granert et al., "Effects of poly- 
saccharide fucoidin on cerebrospinal fluid 
interleukin-1 and tumor necrosis factor alpha 
in pneumococcal meningitis in the rabbit", 
Infect. Immun., 1999, Vol. 67, No. 5, pp. 
2071-2074 



Document 1 discloses a regulator of interferon-y 
production containing fucoidan; Document 2, abstract and 
Claim 3, discloses a regulator of interleukin-12 
production containing fucoidan; Document 3, abstract and 
claims, discloses oral therapeutic and prophylactic agents 
for allergic conditions, and suppressants of IgE 
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production, containing fucoidan from seaweed; and Document 
4, abstract, discloses fucoidan as a regulator of INF-oc 
and IL-1. Documents 1-4 also disclose the use of fucoidan 
in order to produce said preparations. Therefore, Claims 
1, 2, 6, 7, 15, 17 and 18 are not novel. 

Claims 3-5, 8-13 and 19 relate to therapeutic and 
prophylactic agents for conditions associated with 
regulation of production of cytokines such as interferon-y 
and interleukin 12, or to foods, drinks or feeds for 
regulating cytokines or combating allergies, and are not 
disclosed in Documents 1-4. However, a person skilled in 
the art could easily conceive of using a regulator of 
production of cytokines such as interferon-y or 
interleukin-12 mentioned above for treating or preventing 
conditions associated with regulation of cytokine 
production; and addition of agents having such functions 
to foods, feeds or drinks to give functional foods is 
conventional practice. 

Therefore, Claims 3-5, 8-13 and 19 do not involve an 

inventive step. 
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(54) Title: REMEDIES 

(57) Abstract: Remedies or preventives for diseases with a need for the regulation of the production of cytokines, diseases with a 
need for the production of nitrogen monoxide or allergic diseases characterized by containing as the active ingredient fucoidan and/or 
its decomposition product; and foods, drinks or feeds for regulating the production of cytokines, foods, drinks or feeds for inducing 
the production of nitrogen monoxide, antiallergic foods, drinks or feeds, etc. containing fucoidan and/or its decomposition product. 
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°Ct^<5*-e7K^m^ii<^(Cj:*9 4 0flWHB$-t*\ &t >"Cfr < (iX/T 9 0-9 
5°CC 1 TOSU &t^eteiPU #£p&l 1 1 0 0 'J 7 hJl&Wzo 
Ikl^-cmfcftm&W: (Oxxh7 7'J7^t/-^-ttH[CNAI) 

@tt^*Jb»tt3 6 0 U h^^-y-r-tr^tfcS2FE 1 0-FC-FUS038 
2 (#®#^* 3 3j ) 2 0 U «y r'U£-C»«Lfco ^^"C*iS**2 0 

* hJi&mm&mv^ 3g^i 

(2) ###Jl - (1) Ell<D73>fy>K«tt7g^ 5 OmMOigft^-MJ 

2 6 
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^Ub 1 0 %<DJL?J -^**tf 2 OmMCD-T = PV-Jimm®. (pH8. 0) 
7 0 0mli:j§iU iS^«lCJ:t)^gtt*l^*L^o DEAE-t^n7 7 
>f >A- 8 0 0*5A (011. 4cmx48cm) *^»f«i:tfiftl> 

. 9 5M©»ffi4gE^J:t)«aS$*A: (1 77^a> : 2 5 Oral) 0 7i7 

ISC 7 5 ? > 4 3 — 4 9. 77^->a>50~5 5, 77^^a>56~6 

? 3 > 4 3 — 4 9 <k D I Wfr ( 3 4 0 m g) . 77?->a> 5 0-5 5 J:0I 
I®# (8 7 Omg) . 75^->3>56~67 £ k0III®7>(2. 64 g) 

£5 1 m^if^^mi^^y^^ ^yCO>DEAE--tJlay 7 >( >A- 8 0 0# 
7Ag{11^7->^t, m l H(i*J^r^lili(i^^^/-;H3g^-ecD5 3 0 
nmcDPRTfeS (0^HA) . 7 * J -^tttt&T© 4 8 0 nmCDigbfcg (H^fi 
A) > SO'^gJg (mS/cm : 0*62320 „ 5 ? > a >#^^-T 



##00 2 

( 1 ) T^f-o^e^-X sp. SN- 1 0 0 9 (FERM BP- 5 7 4 7) 
0. 25%, ^7*h> 1. 0 96\B«i*X 0~ 0 5*>£ 
#frAX&7k (i? + v'J>7#7b'J -ftSD p H 8 . 2 £te 6 0 0m 

i hx&m Ltz ( 1 2 o °c. 20 7>r^) 2 u ? h ;ucdh^ 75^3 c&s 

U 2 5*Ct2 6I^P|i|ilTaSiiKi:Ue 1. 0 96. SIS^* 

X 0. 0 2%. T^##0»J2- (2) K^f&OBStStfl;^*! 0. 2%. Stffg 

mm (mm<t¥±mttmKM7 o) o. o 1 %^#t;Ax?s7KpH8. o^£# 

2 0 U v Y 3 0 U >y h Jl&<D ^ + -7?^ * -CAtlT 1 2 0 °C> 

2 7 



WO 01/13925 , PCT/JPOO/05489 



2 o^rai/: 0 &*pgL ±mom^mm6 oomi ^iau 2 4°c-c2 4 
^IH, 0 u * h;i/©iimftt^2 5 0 < {i/Oits©^#-e^p§i 

AXf»**^tf2 OmMO h 'JX-tt»atK (pH8. 2) (C*tLT£#S#f 
U 6 0 0 ml ©BSmrt^HtrS^Wtr^mf -Sx> KSftttft^fSaftUX ( 

(2) M 2 K g^Il 1 ram®^ ? »J - >^f 7 ^ 

-ui (m^mm&m) icj^&^u nz>ntz.mrfi<D3-v'7*2 o u * i^u© 

8 0%x^;-/^i:ii5U 2 5 °C"C 3 NfIB^ < 1^ U ^^-e^ii^ SIS 
£3£#&#L/c 0 Hbn^Bl^ 9 5 , CtrJnSb^4 0 U y OmMCD 
t&<t1- b U SA**tr 2 OmM'J h 'J ^AjfW&pH 6. 5C5gi®U Bf 

Pi^tt*^*)*^^ 3 0°C£-Ci&££-Ttf\ 3 0 0 0 U©7/^>»'JT- 

<D3L? j -)\,&^ts l 0 OmMcDitfl;-*- h U ^Ad^O, *fe1£$jH^5i§£ft 
Tti\ 0. 5N£»KJ:*)pH£2. 0 t L/r^ >'<?mmottm& 

2 8 
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H£8. Otlfco 

2 OmMigfkf- h U ^ApH 8. 0 K J: Orotic SttBSItt. Sffi 

P H*8. ob LT&&&m&> «M^tfi\ ^95 g<Dffim<t&m&mm 

( 3 ) ftftlfc^yfi* 2 Kg^Il 1 mmOX ? U - >^*$^c* y 9 

»6ftfc8HBE^ 3 0ml CD±I2##0H 2 - ( 1 ) TWfiUfcx:/ YMWSiit^ 
mftmmm, lO^O^;-^ 1 0 OmMCD^rtS-J-hU^A, 50mM©ig 
ffc;fr*S/tf/^ &tf5 OmMCD-T * ^ % /-^**tr 2 0 U >y (pH 
8. 2) i:SSU 2 5°C-C4 8NfBI^< liA,Lfc 0 - <Z>mffim&ffl3 cD^S 3 
2 ^mCDXT-VU'X^'e^iSU OmM©£fc#;U^A£-^<tM 0 

•^A^tri o %©i^y -4/»|»i:8iU 3B#f^<(i>U&, ^f-yv^^M 

T.t»£»fco #t>n/c±?t^gfi^^M3 o o&m&mmz&tcmfs.mffimz 

5 OmMO^^-V^AS^S OmMcD^rt:^ h 'J -!7A"C^i5fe^^ 5 0m 
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M-8 0 OmMOfMfk^- h U *j ACDgjg^&c: K> £lttc 0 ZOmoftMM 
(i 1 ^0 5 0 0ml Tft^tc 0 ^U:I^t;lD-x7tf- hRSftftc 
mm [7t U -r* ^Vt^r^h'J- (Ana 1 y t i c a 1 Bioc 
hemistry). ^3 7i, Hi 9 7-2 0 21 ( 1 970)] d<£C>##r 

-ecT\ S-T^5^->3 6 3CD&£ 15 0ml fCjgfc&&. aU&7&<4 

<9¥lgfbL/cP h enyl --tr;Uu 7 T > (^)3fS2 0 0ml) trriM*. 4 M 
^13 0 0 OR*S*S*yi:*^2lffS«C«k*)Ktt[U RSIR 5 0 5 ml 

o 

#£ft/cSfc^i£©-5*> 4 Oml^l 0 % CDi * y -^**tr 0 . 2M©^fk^ 
r- 'J'!?ii: e };- 5 T¥ffb$tfct^D7 7>f>GCL - 9 OOtf^A (4. 1 c 
mx 8 7 cm) ClrfMirT, y*5«*(f-3 fc 0 1 T7 ^ ? -> a 9 . 2 

m 1 "Cff o7t 0 

^rUh'J - (Analytical Chemistry) > 12 8i, 1 3 5 01 ( 1 9 5 6) ) 
77^3>t>/^-6 3 — 7 O^mfes i^!3 0 0 CDR«aS«$«A:« 
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OSO,HH 



##0113 

( 1 ) fitf 2 Kg^l 1 mmCD*? 'J - >&mmLtz* <y ?- % to 

(m^mmttm c^o&sfcu 2 0 u * b;i/©8 o^;-m2 5°c. 

OmMcD^Yb^ h »J ^A, 1 0%<D3L?J-)\,^ &tf###J 2 - (1) TiiSL 
T ^ -r a sp. SN-1009 (FERM BP- 5 7 4 7) x> 

Fmmm<t&m#f&mm CF-y^>c yyftmmammm) * 1 u^t;2 o u * 

hJUDZ OmMJ i?*S-Jmmm (pHS. 2) ICJBffiU 2 5 , Ct2HH$ 
1 0 OmMcDiMfbf- h I) 1 0 %<Dz.? J Stf 4 g©7;^>S'J7 

— tf (t^ftt^iifi) **tr4 o u y h;u© 'j h u v^mmm (p 

H6. 6) CSiSU 2 5°C\ 4 0» ig&#»iUt»£#fco #t>tl/cJb 

o7T-f'<-*8!E»UfeR^6««tcJ:e) 2 U y h^frii'tta. 1 0%<Dx*y 
-**£"tM 0 OmM©i|fbt h >J OATgM^t^o C©S«[i:?i0 4 0 

3 1 
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1 N©7jc@f<b^- h 'J ^A<cJ:0 PH 8. Oi:t/co d ®fe&&mft ZMlZ 
K> 1 'J >y r;Kw»»lk 1 0 OmMcDi&ffc^ h >J -)Afi§Mlfc 9 dCDll££ 

_Liff (I lMt^^J;? IZi&it-f h U A£iHlx.T. 1 M(Di&<ti- h U ^ AT* 



(2) JiIBO^^^I 15g^40 OmMO^fbt h U A£t>*gi£&§SS& 9 
7/2 6 8 9 6 ^<>7 1/ ^ h!Sic©^-5^<^^U ^A sp. SA- 0 0 
8 2 (FERM BP-5402) **«U #fM2- (1) tH»i:bT» 

fT> £■ 9 U-^tr 1 . 5 U »y h JMD 5 0 mM h 'J X^SS^®^(C^ U 2 5 °CT 
6 BKt&SU 9 0 0ml KJSI&L/ia *tfrffi«3H*g-?ft 3 

5 0 OCDSffi^-:/(CAnTlfcIgl$C^tJf U 

5 OmMcD^l:^ h I) ^A-e^<kL/c4 'J ^ h ;1>©D E A E - -tr^a -7 t -f > 
A- 8 0 0m, 5 OmMi&fb-f h U ^AT*^»^ 5 0 ~ 6 5 0 mMCD 
!&<ti- h tf ^AO^Jg^ietc.t-S^m^tTo/Co M^(^^7^A€-6 5 0mM©ig 
<t± V »J ^AT^&ajS-fr/Co ^m®^©-5^ 6 5 OmMO^ft^ h'J^AT 

J: 1 OmMOigft-^h U^AT^^gglU 8WS«*LT 

3 2 



WO 01/13925 




PCT/JP00/05489 



###J4 

A*^tr 4 0 mMO 'J (pH6. 5) 2 0 V >y b ;Kr^S L 9 5 "C 

T2BfMSb/c 0 &S?i££3 7°CS-T^iP^ 1 0 % btZZ J: "5 Ci^ J 
«-S§tDU T^TlSCDT;U^>^'JT-4fK (^if-tr^Yk^XSttS?) ^ 1 2 0 0 0 

0^©^n^T-r^^-^*^-^^IS^5i§a(wi:t) 2 U * hMZ 
m&&, !kbtzttm&M>bftmz.J:t)l&£ : Ltz 0 #£n/c±jf£5°CKfti|J&0 
. 5N©Jli»UpH^2. 0 £b/c&3 0^il$U £b*r2t®:£il 
frftMlzJ:t)m£:Ltco _Uf<DpH£0. 5N07Mfb^h U^Atci:^ 8. 0 
tU GB^5i§KJ:0&&£2 OmMCD^rfcf- h U ^AfljS&b/Co 8«OpH 

^•8. ocisi^m. a4>«-«LT»€»nfe±»*aiws«e«u 90. 5g®7* 

(Fucus vesiculosa ) O^M^R 1 Kg^, 1 0 U -y h JMD 
1 0 0 mMcDtgfbf- b 'J ^ A^tT 3 0 mMO U ( P H 6 . 0 

) 3 o »j v hJUzmmLs 5'ct-2iifMiUco mmm& 3 7°c*-e^^ 
i o o g cD?s^^trab3 o^Fai^t/co mm®TJi¥>mvT— vk&z 
ooou»^ i o Kttzz £oiz^9 ; ->i&ffimLmwc2 Ammmwh 
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£ft^#3$&£5°C(r#£PI£0. 5N©^g?^^tlDLTpH^2. 0tt/:t 
3 0»B«#U &bfe«:»*ai>^l!i(cJ:*)Kt*bfeo _L»<DpH£0. 5N 
<D7km<t± h U ^AKJ:*) 8. OirU R^^atC <k 2 0 mM©ig<bf* 

U 7 1 g®t^v^fi^7a^^>^||f < : 0 

mmmi - (i) I£ic©^i£-eiii5it7 , -c#n*ym^*^^=i-ry>2g^i o 

Om 1 ®7fcfw$l¥U -eCpH^^x^ctp H 3 CiM, 1 0 0 0 Cr 3 

>GCL- 3 0 0, Xlit;l/D7 7 'f>GCL-2 5 tr^y^iTefl^S^ 
®U #^S2 5 0 0 OB (A®#) „ 25000— 10000® (B®#) , 
1 0000 — 50000 (C®#) . 5000 — 20 0 0© (D®#) .200 
0 — 5 0 Oig (E®#) „ 5 0 0£TF (F®#) {C^®t/c 0 5g(CCn£©M# 

##0J 7 

■7t73^5kgiftU f**£l&£U frmzm&btzo frtiff 2 0 Og 
3*3 5 0 Oml CDT-fe h >£-fiD>U **2>^>f If-T&Sfc^iBU BlaS^cm 

0 g<D&m%d&mz 0 Z<D&m®)lZ0. 4M©^7K2. 8'J7b;^M> 1 

o o •c-c i BSMHM&asu ^au sffi*o. 4 M<Djt»7k*c*«-iJis»u 
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tnu ^^•> 5 ^-i'if--c^S^> l±X/Ltt*<£ 4 »; * h y 

##M8 

fMlt+t^tXi' 6 2 5 g^4 3 7 5mlCD3 OmM'J y&1- h ') O 

AmmmcpHe. o) kssu **y^-fif-(cj:*) 8 o o o®&/fr, 5 

2 OmMOSftt h 'J ^AT*«I»U SfeftftlT 1 0. 9 

mmmi 

l 0H*->I&]JEJliL» C^ntfcS) 7x;-Al/y K*£\ 2mM L 

S > (7^7f^ ?*'J J.>*>>M±SL 25030-149) ^f^^ 
<>y 3&&J-rjUgm i'<4*+>4 ?t>-#M^ 1 2 - 9 1 7 F) CR AW 2 
6 4. 7 3fflfl& (ATCC TIB 71)^6xi0 5 cell s/ml IZKZ 
ZoizmffiL, 4 9 v ? j 3-JUZ 5 0 0 // 1 "T ojjnx. 

T 5 *?££T\ 3 7 °CT- 1 2 Bffyj^ L < it 2 4 l$iai$F« b/c 0 x ;U 

tcaar*K»©#7k««[*asiiDLTitrEa^iffl«p*L/A:^ —KM* cn 
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**£:bTJiH>/c. (2) EttOtfrf* S7t?fi3fc:7 =j >f y >© I ®#> 

i i®#. &cm i i®#. m^M2- (3) EiftoscvTSsns (jkj 

T\ 7-12SFd-F tffc-T) (±. K 10. 1 0 0 u g/m 1 

> ^MltUTIi, 'J^-K'Jt»y*7>fK (LPS. ^rvtti?) 

1 p. g/m 1 (r/<c5cJ:-5 (w^Jab^o 
-bf2*g^m, 1 0 0 /z 1 ©i&JfcC: 1 0 0 fi 1 CD 4 % 7 U -Xg^l O ^V^tS 

> G4 4 1 0) £iJ0;^ ffitl 5OTIlfc^ 5 4 OnmC^lt^M 

COM^. 7- 1 2SFd-F, #3Vm?i?ai3fc:7u>f y>© I M3\ I IB 

so' i i \mftte£tibNom*kmm&®m^ ^is^ffl^$>s;t^ 
2SFd-F. msmitim^ &4mui i®#. msmiti i i®#£8s;&d 

OLPS^finbT^U/cB$CD^ft&«=fCDN0 2 - lS^t0t^5c ^21 

cn^cD^mj;^. tf^vm^a^^yxz) ig^ i i®#. i i i® 

3\ M7-1 2SFd-Fi:ii, NO^^fPffl s &t>WFffl£:fr b/c&& 

js$7£2&m^ & z z t frw £ *n ir # o feo 

N0 2 - 2iJS^ffl!l^b^^^|^b^»^^CD I FN-r*^ELISA 
(Genzyme ft) ^-ffl^T&H^b^o brf^U CCD^(cfc^T(i**3VM?fr 
fi*73>ry>© I Wfr, I I®#. I I I 7-1 2 SF d - F. 

3 6 
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Hi£0iJ2 

(1) #$9»U y*mfre>v> I FN-ritll*ft» 

ICR («U 7iI8&. M^2 5g) liB^SLC iOiAU 1 iiiiS© 

«?jEJfiL?f OW?n->*±) ^/:RPM 1 - 1 6 4 0 mm (^ratfc) K 

„ iEm&&mi&&nw) ymt lth^, way >'<uti*i o a^tejajkiir 

&£X£fRPM 1 - 1 6 4 0 ^«6(rSiSbT2 x l 0 6 cell s /m 1 KlBM 
U 180jul/^x*t?9 6 5t^-T ^n^>r^-^u- hfCjfab^o #1*** 
tt«e7K(w»»tTl 0 Omg/m 1 ©»ffi(w3MBEU a^SO 1 0 {g^JgKig 

mm. ( 1 0 — 5 0 0 ug/m 1 ) CD#^(CfSm©#7n>f tfnVB^? 
=J^y>©I®fl\ I IH«\ I I I®3\ 7- 1 2SFd-Fi/;lil 0 0 u 
g/m 1 ®3>*tA'iJ >A (C o n A ; 5 >T i£fl££2 
m 1 ^finC 3 7°C> 5 9tfK»^**«-C2HIH*^ti4BIHI^«U/co «F*« 
„ **±»*0iRb. I FN- 7*£-ELISA h (Genzyme i±) £ffl^TiM£ 

„ I I ®3\ I I I ®#> 7-1 2SFd-Fi:ii5 0 0 //g/ml l^TOffli 
Kfci^T#f!I»y >'<mfrt><D I FN-7££R*ftUBtiB#£tttta^fco — 
ConA £Ssfln L/iftBJJS"Cli3£l * I FN-TOi^SSi^Bft^nfco 

(2) TafcmmmTiz&VZ I FN-rl4R»ftffl 

3 7 
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BALB/cv^x (III. 6ilS£. &fi&2 0 g) „ C57BL/6 (fit. 6iI8fc. 

#fii&2 0g) liB^SLC ckOHIAU 1 iIISJ©^Hi®W©&. 

0 H-2 ©A^D^^f^^o/cvOX (BALB/c : H-2(L C57BL/6 ; H-2b) £ K> 

& 2 x 1 0 s cells /m 1 (CfRfi U 1 0 0 # 1 9 6 /tv-T ? a $ 

^-ri/-M:»aU:, Bt»gaP^©#^*^tl#»JK (1 0-5 0 0ns 

/mi) cD##^j(cismo«-7 3-r jf^jm.i$m5£7 3'r y>® n^, 

1 I ®£\ I I I 7-1 2 S F d -Fttzte 1 0 u g/m 1 ©C onA^ 

®iRU I FN-rft^ELISA *y h£flH^T*m[y£L^o 

. I I ®£\ I I I ©3\ 7-1 2 S F d - F Kli 5 0 0 # g/m 1 TOffli 

titefr-otzo — 2r % c o n A^iraL/iMiiaTiistv^ i fn - r <Dmmftm#>t> 

(3) Kffc'J >^^©fit^M^T(C*j{j-^ I FN-7*£»M*fEffi 
C57BL/6 («U 6ilS&. #fi&2 0 g) iiH*S L C J: DBPfAU 1 iS 

r^O^iiiaW©^. ItCffl^fco v^xcDM^F^d 1 xi o 1 cell s©Me 

E©^TJfeCJ:*}»liU >^3$£f#/c 0 IIBl&$&ft0fflI&SK£ 2 x io { eel 
ls/ml (rWSEU 10 0^1 -3o£ 9 65tv-T ^d^^-^i,- HcJtll 
U/Co M8JM&©il§S!©/ia6. RPMI- 1 6 4 0 flFflfeCMLT 2 x 1 0 6 c 
el ls/ml tciH^ LTtMeth-Av^x^lSMflacv^ J^-f i/>C (tfcfDfii? 
#32) $50/zg/ml CDS^rSSlni LT 3 7 °CT 3 0 ^ISMI U 2 Hft&ft 
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„ 1 0 %W&JLM.m$:'£/utz.R P M I - 1 6 4 0 J&J&dKS bT 2 x l 0 8 c e 

i is/mi cwsEUfco mmLtzmmmmz i o o u i /***tiw; 

iSF^L^o KftiUffl^fc, ^7i«73^y>lil~l 0 0 u g/m 
\kt£Z£o, tfd'JM.Itim&yzjj ?y<D IH^ I I I I I Bi£\ 7 

-1 2SFd-F(i^l 0-5 0 0 //g/m 1 <fc "5 *fc»tt*Mafwtt 

conA^i o u g/m 1 mmm2 - ( i ) tmmizm&. i» 

iRU I FN- 7*£ELISA h£JB^TiM3£Lfco ffi«F*_b»IC:fc^T I L 
- 1 2*^rELISA *y h (ENDOGENfcfc) &m^xmj£Ltz 0 

«KDI FN- r a^»#ffffl**-r ST* S»f8£t*i±I FN-riti (p 

g/m i ) . mm*&m%, xtfasun* g/m 1 ) £^-r 0 

$.0, Bif>tKMitt I L- 1 2M=* (p g/m 1 ) . ««U*««sk RZfffimm. 
Cu g/m 1 ) &7Fir o 

^73-<y>lil-l 0 O/ig/ml0fflli:^T, I®#> I 11^, 
I I I ®3\ %.&7 - 1 2SFd-Flil 0-5 0 0 /z g/m 1 Offlilifc^t 
ffli^W«i:lFN-r, SJ/IL-l 2^©if^ffl^L/c 0 £fc-£<Z>ffe 

C57BL/6 vt7* (fit. 7iIS&. #fi*1j2 0g) liH^SLC iOiAU 1 il 
0 %«r!JE]fiL?if OW?n->*t) m/:RPMI - 1 6 4 0 igife 

3 0 
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^RPM 1 - 1 6 4 0^i:iSLT3 x 1 0 6 c e 1 1 s/m 1 KiB&L 
. T 2 577X3 (Jv^tt) iZl Oml JD^/Co 7 5 X =» (il^ b 2 of 

0 u g/m 1 fX^i:-5(C^JnU 3 7°(\ 5«C0 2 ^milfco 
*g^8teckt> 1 0 B&Cifcefl&^UJRU 0r^©2iS(Ci: ^ J: -5 C 1 0 

M^^fRPM 1-16 4 O^iTe^U 9 6 /t&Jgv-f ? oT'U- Mr 

1 0 0 U 1 fo^lto 

m^commmmismt^ 5i crt7^n/:EL4iiii,» (£jt\ el 

0 -T^t>-&> EL 4iTO<cChromiuin-51 Radionuclide (— ^. > 7*5 > K— 
-?'jT*fc) 1 8 5 0 7°Cr— BfK^U it^SfMCTR PM 

1 - 1 6 4 0^Ffl&T3HI^L/Co 1 0 *>^I6JElfil^£^/£R PM I - 1 6 4 
OMctM^IStT lxio s eel ls/ml izmmistz 0 :nUI 
©9 6 7t?Llgv-f ^a-/L/- he 1 0 0 u 1 fo#&L. 3 7°C. 5*>C0 2 # 
£T"C 5 H#fUJiS# U ±^ 1 0 0 ju 1 *fi5Klft. 7 >>5 L U-'>3 >J7*7y?- 



JBflM*&H£(X)- C (ISJftatiSttffi- Steffi) ) xioo 



CCT\ JSJMtJSteiaii, «F«»a«a©«;t>t)tC0. 19tfTr i ton-X 

i o o u i zmi^tzm^v r mm.^-r a t/c, stiHitii«F«j»amiacDftt3*)ti 
^oii^ 9 0(c^ o 9 mux* / mismmy *4 y ><d^v 
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Mm (E) bf-fv hMlfo (T) tcott (E/T ratio) ^"To 
^9ii:^ti:ol^ v^^©^«M8S (x7x^^-» li. EL4HB 

v hmi&koitiz&mz?. m^mmmmm^^x^ mmmm^m^y^-c 

7 - 1 2SF d-F $>mm<Df£&.&7jkLtz 0 
( 1 ) U >^Bfc^ h><D I FN— r ^£§t#fFffi 

C57BL/6 v-^x (ftt. 6Mm. i*m#32 Og) tiB#SLC<i:OJ?iAU lii 
ilWl/- h©£-^x;MC 10 — 5 0 0 # g/m 1 t -5 <£ 9 #^#J 3 - (2 
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